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A Case of Chorionepithelioma
By FLORENCE McKEowN
Institute of Pathology, Belfast.
CHORIONEPITHELIOMA is a relatively rare neoplasm which shows some unusual
characteristics. Whilst it is generally regarded as a highly malignant tumour, many
cases are described in the literature in which the tumour has regressed spon-
taneously or following operation. This case is presented because it provides an
opportunity for pathological study of the course of the disease in a patient who
survived three years after hysterectomy had been performed.
CLINICAL HISTORY
The patient was a female aged 51 years. Five years previously she had a
currettage for a hydaditiform mole. Since-the operation there was a gradual loss
of weight, and her periods became scanty. Two years later she was readmitted to
hospital, and the uterus was found to be enlarged to the size of a three-months
pregnancy. A preoperative diagnosis of degenerating fibroid was made, and a
subtotal hysterectomy performed. The uterus was found to contain a hemorrhagic
and partly-necrotic tumour 6" x 5" in size. On histological examination it proved
to be a chorionepithelioma. At this time there was extensive invasion of the blood
vessels within the myometrium, and it was noted at operation that there was a
great enlargement of the pelvic veins. Both ovaries contained large corpora lutea
and lutein cysts.
Following the hysterectomy a course of deep X-ray therapy to the pelvis was
given, but the patient never felt well, complaining of breathlessness and pain in
the sacral region and epigastrium. For three years these symptoms persisted and
became worse, though she tried to continue with her housework, in spite of recent
severe and frequently recurring heemoptyses.
From time to time she was treated for anaemia and investigated for the pain in
her back. X-ray showed no evidence of any secondary deposits in bone, and the
lungs, though showing fibrotic change, did not appear to be the seat of metastatic
deposits. The h;moptyses became so severe that she was confined to bed, and
eventually admitted to the City Hospital.
On clinical examination in hospital she was found to be a rather thin middle-
aged woman, with sallow complexion, pale conjunctivae, and cyanosed lips. There
was no lymph node enlargement, no engorged veins, and no cedema. .Her blood
pressure was 125/85, and heart sounds were normal. Examination of the
respiratory system revealed harsh breath sounds in the left lung and diminished
air entry in the right lung.
The liver was enlarged two finger breadths below the costal margin. X-ray of
chest and spine showed no definite secondaries. The heart was seen to be enlarged
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condition became weaker, signs of heart failure rapidly developed, and she died
rather suddenly two weeks after admission to hospital.
CLINICAL SUMMARY
Hydaditiform mole in 1944;
Operation for chorionepithelioma in 1946;
Recurrent haemoptyses;
Death from right heart failure in 1949.
RELEVANT POST-MORTEM FINDINGS
The body is that of a poorly-nourished elderly female subject. Rigor mortis has
set in, There is slight aedema of the left lower extremity.
Body Cavities.-There are dense adhesions in each pleural sac. The pericardial
sac contains about six ounces of clear yellow fluid. The abdominal cavity shows no
abnormality.
Heart.-Weight 510 grms. The right auricle is dilated, and the tricuspid valve
admits four fingers. The wall of the right ventricle shows moderate hypertrophy.
The pulmonary aorta and the main pulmonary arteries are filled with antemortem
thrombus. The left auricle and mitral valve show no lesion. The wall of the left
ventricle is thin and atrophic.
Lungs.-Show fibrous thickening of the pleura. On section, many of the
pulmonary arteries and arterioles are filled with greyish-red laminated blood clot.
A few small wedge-shaped areas of consolidation, dark red in colour and sub-
pleural in position, are present in each lung. No secondary deposits can be detected
in the blood vessels, parenchyma, or hilar lymph nodes.
Liver.-Weight 1 kg. 600 grms. The external surface is smooth. On section,
the lobular pattern is accentuated, the appearance being consistent with venous
congestion of some duration.
The other organs present a normal macroscopic apearance. The cervical stump
appears healthy and free from tumour recurrence. The pelvic and peripheral veins
show no recent thrombotic lesion. Some of the tributaries of the internal and
external iliac veins on section present a 'honeycomb' appearance suggesting an
oldstanding occlusion, with recanalisation.
HISTOLOGICAL EXAMINATION
The main pulmonary arteries are filled with blood clot which shows varying
stages of organization. In some vessels there is a mantle of tumour cells around
the periphery of the clot. The cells show the characteristic structure of a chorion-
epithelioma, small polyhedral cells with darkly-staining nuclei, intermingling with
large pink syncitial masses. Sometimes the tumour cells form a single layer,
growing along the vascular endothelium. At other points they are observed in small
groups within the walls of the blood vessels, where they are associated with
necrosis of part of the media and with an intense polymorph reaction. In the media
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but nowhere do the tumour cells appear to have penetrated into the perivascular
tissues.
Whilst many vessels show such relatively acute lesions, there are equally
extensive lesions of a more chronic nature. Arteries and arterioles of every calibre
show evidence of recanalisation. The intima is thickened by fibrous tissue and the
original lumen is converted into a cavernous structure by many newly-formed
channels. By Imleanls of elastic tissue stainis, in such vessels the media is seen to be
the site of gross damage. There is an entire absence of elastic tissue from segmernts
of the vascular wall. The elastic lamellae are present in normal amount up to the
edge of the defects, where there is a sharp transition to an area completely devoid
of elastic elements and composed entirely of fibrous tissue. The pulmonary
parenchyma shows old areas of scarring and infarcts of varying ages, but there
are no tumour deposits. There is no evidence of metastases in the other organs,
and, apart from the changes associated with right heart failure, there are no
further histological findings of note.
ANATOMICAL SUMMARY
History of hydaditiform mole, 1944, and chorionepithelioma, 1946;
Old and recent tumour emboli in pulmonary vessels, destruction of
arterial medke, pulmonary infarction, hypertrophy right ventricle,
with terminal dilatation;
Subacute venous congestion liver;
CEdema left lower extremity.
DISCUSSION
Chorionepithelioma may follow a full-term pregnancy, abortion, hydaditiform
mole, or teratomatous growth. According to Mathieu (1939), forty per celnt. of
cases are the result of hydaditiform mole. The mole in this case was not available
for histological examination, but it is probable that it was the source of the
chorionepithelioma which developed two years later. Long latent periods of several
years have been described in certain cases, but some of these are open to doubt,
since an unsuspected intervening pregnancy may have occurred.
The first point of interest in this case is the long survival period of three years,
following hysterectomy for chorionepithelioma. At operation the uterus contained
a large tumour which appeared to have all the properties of rapid growth and
invasiveness. There was widespread involvement of the sinuses in the myometrium
by cells showing a highly malignant structure. The pelvic veins were tortuous
and hypertrophied. Such factors would afford an opportunity for early dissemina-
tion of the growth, yet at post-mortem, three years later, the only evidence of
persistence of the tumour is found in the lungs. The cervical stump which was left
in situ was free from recurrence, though in chorionepithelioma extension to this
site is very common. The findings, therefore, in this case confirm the belief that
whilst chorionepithelioma generally behaves as a highly malignant tumour, it may
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hysterectomy. The diagnosis in such circumstances has been questioned, but there
are undoubtedly those cases, of which the one under consideration is an example,
in which removal of the primary lesion had led to a temporary regression of
metastatic foci.
Brew (1939) reports that pulmonary metastases occur in sixty-four per cent.
of cases examined at post-mortem. In this site the metastases soon lead to
haemoptyses and this may even be the first symptom of the disease. The natural
tendency of the tumour to invade blood vessels promotes rapid dissemination to
the lungs. It is probable in this case that extra-uterine venous invasion had already
occurred at the time of operation, and that embolism to the lungs was then under
way. The presence of old recanalised lesions in the pelvic veins supports this
view. If the pulmonary lesions are of more recent development, then it would be
expected that recurrence of growth in the pelvis, with obvious venous involvement,
would have been found at post-mortem. Furthermore, the long history of
haemoptysis and the presence of a well-established right heart hypertrophy suggest
that the pulmonary lesions were of considerable duration.
These vascular lesions were unusual and of interest histologically, as it seemed
possible, from a careful study of the post-mortem material, to reconstruct the
various stages in their development. Many of the large vessels, including the
main pulmonary artery, contained recently formed blood clot, which appeared in
most instances to have been propagated from an older lesion at some other level
within the vessel. Tumour cells were present in the clot and in some areas formed
a layer adherent to the vascular endothelium. In other vessels actual invasion of
the wall occurred, and groups of tumour cells were present within the media,
causing necrosis and an inflammatory infiltration. The cells did not proliferate to
any great extent within the walls of the blood vessels, but were observed to
undergo necrosis and regression, and eventually the damaged portion of media was
repaired by fibrous tissue. At the same time, the clot within the lumen was
organised and recanalisation took place.
The final picture of healing was at first difficult to interpret, but could be
elucidated after a study of the acute phases. In every section examined recanalised
vessels abounded, and with special stains these showed elastic tissue defects in
their walls. It seemed probable that at an earlier period such vessels contained
tumour emboli and that penetration of the media had occurred. Arrest of tumour
growth, followed by repair, would account for the complete destruction of elastic
tissue in large segments of the medial coat.
If the emboli within the vessels were of the ordinary bland type organisation
wvould have led to recanalisation with intimal fibrosis, but not to such gross
scarring within the media. Septic embolism might have produced such a picture,
but there is no reason to consider this condition in the present case.
It is well recognised that even in its metastases chorionepithelioma may show
this tendency to vascular invasion. Teacher (1935), in describing embolization in
the lung in this condition, states that, "the tumour emboli become impacted at
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into varices or little aneurysms, which may either undergo thrombosis or rupture
and bleed profusely."'
An almost identical case is reported by Manz (1937). A woman of 39 years,
dying from pulmonary tuberculosis, had a hydaditiform mole removed four years
previously, and two years later a hysterectomy for chorionepithelioma was
performed. At post-mortem extensive tumour thrombi were observed in the lungs,
involving the pulmonary artery and its branches. The walls of many small vessels
were invaded by tumour. The thrombi to a great extent were formed of tumour
tissue, which in many areas showed evidence of regression and organization, and
replacement by hyaline fibrous tissue.
That regression of growth should occur is an unusual characteristic of an other-
wise extremely malignant tumour, but, nevertheless, this is a phenomenon which
has been noted not only in chorionepithelioma, but in all malignant neoplasms.
Schmidt (1903) examined the lungs in forty-five cases of abdominal carcinoma and
found that in fifteen intravascular pulmonary metastases were present, which
showed inclusioni of tumour cells within thrombi, and he noted their destruction
during the process of organisation. He concluded that while abdominal cancers
send emboli to the lungs in a high proportion of cases, only a small proportion
yield metastases. This tendency for regression to occur was confirmed later by
Iwasaki (1915-16) not only in a study of post mortem material, but experimentally
by intravenous inoculation of animals with tumour cells.
In more recent literature Saphir (1947) reports on the fate of carcinoma emboli
in the lung. He traces the stages of degeneration of intravascular metastases,
leading eventually to the formation of thickened intimal plaques of fibrous tissue
in the pulmonary arteries, which often cannot be distinguished from arterio-
sclerosis. These he believes to be the result of organisation of tumour emboli
within the blood vessels.
'I'he vascular lesions, therefore, in the present case are not unique in their
tendency to undergo spontaneous regression. Actual invasion of the vascular walls,
however, by tumour cells has been less commonly observed, and its occurrence in
this case is probably attributable to the nature of the tumour, whose outstanding
characteristic is that of vascular invasion.
Finally, death occurred in this patient as a result of right heart failure. With
progressive involvement of the pulmonary vascular bed, and retrograde propagation
of thrombus till the main pulmonary arteries were affected, the heart was no
longer able to maintain an adequate circulation, i.n spite of considerable hyper-
trophy of the right ventricle. Heart failure developed during the last week in
hospital, with cardiac dilatation, venous engorgement of the liver, and aedema of
the lower extremities.
SUMMARY
A case of chorionepithelioma is presented. The patient had a hydaditiform mole
removed five years before death, and a hysterectomy for chorionepithelioma two
years earlier. She survived for three years after operation, and at post-mortem
63extensive intravascular pulmonary metastases were present. These showed a
peculiar tendency to regress, but with widespread involvement of the pulmonary
vascular bed, right ventricular hypertrophy and ultimately right heart failure
occurred.
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REVIEWS
ATLAS OF NEUROPATHOLOGY. By W. Blackwood, M.B., F.R.C.S.E.,
T. C. Dodds, F.I.M.L.T., F.I.B.P., F.R.P.S., and J. C. Sommerville,
A.I.M.L.T. Foreword by Professor A. Murray Drennan, M.D., F.R.C.P.E.,
F,R.S.E. Pp. 199. Illustrations 262. Edinburgh: E. & S. Livingstone Ltd.
THIS book is an attempt to help the student to a visual conception of the common pathological
changes found in the nervous system. It is unfortunate that the vocabulary of neuropathology so
often differs from that of general pathology, so that the student feels that in his study of nervous
disease he is entering a new and different field. In reality the differences and difficulties are more
apparent than real, and these illustrations will do much to help the student to the development
of a proper perspective.
The authors first illustrate the structure of the normal cells of the nervous system and then
show how these react in the disease process. There folloiv chapters on Vascular Disease,
Organismal Infection, Demyelinising Diseases, Intoxications and Deficiencies, Degenerations,
Trauma, Hydrocephalus, Tumours, and Errors in Development. Under each heading there are
illustrations of the naked eye lesions, followed by a selection of micro photographs which make
clear our present conceptions of the disease. Textual matter has been reduced to a minimum, but
in the more difficult problems the student is helped by the provision of diagrams.
Of the 262 illustrations, 30 are in colour, and in general the reproduction is very good. Fig. 60,
the wall of an encapsulated brain abscess, stained by Mason's trichrome stain, is, however, an
exception. The examples have been carefully chosen and give a very fair idea of the material
upon which the neuropathologist works.
This atlas is a welcome addition to the series which the Edinburgh School of Medicine has
produced in the last few years. It is beautifully produced and publishers and authors alike are
to be congratulated. J. H. B.
HEART: A PHYSIOLOGIC AND CLINICAL STUDY OF CARDIO-
VASCULAR DISEASESi. By Aldo A. Luisada, M.D. Pp., xii + 654.
Illustrations 352. Bailli6re, Tindall & Cox. 55s. net.
A well-produced and readable volume. The illustrations are mostly original and of a high standard.
The emphasis throughout on fundamental cardiac physiology reflects the author's scientific
approach to his speciality.
The book will be read with interest by cardiologists and general physicians; on account of
the rather diffuse style, it is unlikely to become popular with the more critical audience of
senior students and general practitioners. T. H. C.
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Fig. 1
Uterus: Chorionepithelioma, showing character-
istic structure, large syncitial cells, wvith darkly
staining nuclei, intermingling wvith round cells
of Langhans type (H.E. X300).
Fig. 2
Lung: Showing an artery filled with thrombus, in
-which are scattered groups of tumour cells
(HI.E. X200).A CASE OF CHORIONEPITIIELIOMA
Fig. 3
Luilg: A blood vessel, slhowing invasioin aind destruction
of a segment of the media by tumour cells (H.E. X200).
Pig. 4
Lung: A pulmonarv arterv, showing elastic tissue
defects in the media, and recainalisation of the
lhmetn (Elastin X50).